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Version with Markings to Show Changes Made 



It! the Claims 



1 . (THRICE AMENDED) A compound of the formula: 




wherein R' and R' each represent an acyclic hydrocarbon group, a cycloalkyl group, or R 
and form, taken together with the adjacent carbon atom, a 3- to 8-membered 
Mihs titated or iinsuhstituted carbo or heterocyclic ring (which may be 
substituted]; 

R' represents an unsnbstitutet l substituted aromatic group (which may be 
substituted]; 

R" represents (1) ati nnsubstittttpd «ir substituted aromatic group (which may be 

substituted!, (2) an aliphatic hydrocarbon group substituted by an unsub^tltnte4 
pr substituted aromatic group (which niay be substituted], which hydrocarbon 



X and Y each (represents] rgBE^snt an oxygen atom (or a sulfur atom which may 



ring A represents a benzene ring (which may be] g ptjQnally further substihited apart 

from the group of the formula: -X-R^ wherein each symbol is as defined above, 
provided that when [X and Y are oxygen atoms and] =r is a single bond, R" is not ai 



group (may be] is o ptionally further substituted or (3) an acyl; 



oiddized]; 



--- represents a single bond or a double bond; and 



acyl, 
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• i 

or a salt thereof. 



2. (TWICE AMENDED) A compound of Claim 1, 

wherein R' and each is a Cy^ alkyl, C„ alkenyl, Cj^ alkynyl. C3.6 cycloalkyl or R' and 
R' fonn, taken together witih the adjacent carbon atom, a Cj.8 cycloalkane or a 3- 
to 8-membered het^ocyclic ring, each of which (may be] is pptiignally 
substituted by 1 to 3 substituents selected from flie group consisting of C,^ alkyl, 
C6.,4 aryl, C^.^6 aralkyl, amino, mono-C,^ alkylamino, mono-C6.,4 aiylamino, di- 
C,^ alkylamino. di-C6.,4 aiylammo and 5- to 1 0-membered aromatic heterocyclic 
group; 

R' is a C6.14 aiyl or a 5- to 14-membered aromatic heterocyclic group containing 1 to 4 
hetero atoms selected from the group consisting of nitrogen, sulfiir and oxygen 
atoms in addition to carbon atoms, 

each of which [may be) is nptionallv substituted by 1 to 3 substituents selected 
from the group consisting of 

(1) halogen atoms, . 

(2) Ci J alkylenedioxy, 

(3) nitro, 

(4) cyano, 

(5) [optionfllly] nnhaloyenated C,^ aUcvl. 

(6) [optinn''"yl Ti^i^g'^^tftH nr ^mhalo^enated C . aJkenvl, 

(7) [optionallyl halogenated nr ^nhalo^enated Cj^ alkynyl, 

(8) [optionallyl halogenated ^^halogenated C^^ cycloalkyl, 

(9) (optionally] halogenated unhalogenated C,^ alkoxy, 

(10) [ ptionally] halogenated nnhalo^enated C[.6 alkylthio, 
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(11) hydroxy, 

(12) amino, 

(13) mono-Cj^ alkylamino, 

(14) di-Ci^ alkylamino, 

(15) 5^ ta 7.]pn^inhftiy^ catnrgited unsuhstituted o r substituted cyclic 

aminn- if^i ^ substituted cvclic amino [which may be] substituted 
by 1 to 3 substituents selected from the group consistmg ofC^.^ 
alkyl, C^i^ aiyl and 5- to lO-membered aromatic heterocyclic 
group, 

(16) . acyl selected from the group consisting of fomiyl, carboxy, 

carbamoyl, C,^ alkyl-carbonyl, cycloalkyl-carbonyl, C,^ 
alkoxy-carbonyl, C^^^ aryl-carbonyl, Cj.^^ aralkyl-carbonyl, C^-u 
aryloxy-carbonyl, Cy^x^ aralkyloxy-carbonyl, 5- or 6-membered 
heterocycle carbonyl, mono-Ci^ alkyl-carbamoyl, di-Ci^ alkyl- 
carbamoyl, C6.,4 aryl-carbaraoyl, 5- or 6-membered heterocycle 
carbamoyl, C,^ alkylsulfonyl, C^i4 arylsulfonyl, C,^ alkylsulfmyl 
and C^i4 arylsulfmyl, 

(17) acylamino selected from the' grot^ consisting of fonnylamino, Ci_6 

alkyl-<;arboxamido, C^.^ aryl-carboxamido, alkoxy- 
carboxamido, C^^ alkylsulfonylamino and C^,4 arylsulfonylamino, 

(18) acyloxy selected from the group consisting of Cj^ alkyl- 

caitK>nyloxy, C^^m aryl-carbonyloxy, Ci^ alkoxy-carbonyloxy, 
mono-Cj^ alkyl-carbamoyioxy, di-Ci^ alkyl-carbamoyloxy, C^u 
aryl-carbamoyloxy and nicotinoyloxy, 

(19) sulfo, 
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(20) C^u a^yl and 

(21) Cfi^M aryloxy; 

is (i) a C4.,4 aryl or a 5- to 14-menibered aromatic heterocyclic group containing 1 to 4 
hetero atoms selected from the group consisting of nitrogen, sulfur and 
oxygen atoms in addition to carbon atoms, 

each of which [may be] is optionallv substituted by 1 to 3 substituents 
selected from the group consisting of 

(1) halogen atoms, 

(2) C,.3 alkylenedioxy, 

(3) nitro, 

(4) cyano, 

(5) loptionaUy] halogenated nr unhalnpenated Ci.« alkyl, 
(5) Iflptlw"yl T^*»i»g'^T^atf^ ftr unhflloyenated C alkenvl 

(7) [optionallyl halogenated nr unhaloyenated Cj^ alkynyl, 

(8) (optionaUy] halogenated fitiinhalfigenated Cj^ cycloalkyl, 

(9) [optionallyl halogenated or unhalogenated C^^ alkoxy, 

(1 0) [optional^] halogenated nr nnhalopcnated C,^ alkylthio, 

(11) hydroxy, 

(12) amino, 

(1 3) mono-C ,^ alkylamino, 

(14) di-C,^j alkylanuno, 

(15) 5- to 7-ihembered saturated imsubstituted or substituted 

^yr^]\>> amit,^; ^ a^ '^f fi«hstiti it«>^ fycWc amino fwhich may 
be] substituted by 1 to 3 substituents selected from the 
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group consisting of C,^ alkyl, C6.,4 aryl and 5- to 10- 
membered aromatic heterocyclic group, 

(16) acyl selected from tbe group consisting of formyl, carboxy, 

carbamoyl, C,^ alkyl-carbonyl, Cj^ cycloalkyl-carbonyl, 
Ci^ alkoxy-caibonyl, Cg.,* aiyl-carbonyl, C7., j aralkyl- 
. carbonyl, C(5.,4 aryloxy-carbonyl, C,.,^ aralkyloxy-carbonyl, 
5- or 6-membered heterocycle carbonyl, mono-Ci^ alkyl- 
carbamoyl, di-C,^5 alkyl-carbaraoyl, Cg.i4 aryl-caibamoyl, 
5- or 6-membered heterocycle carbamoyl, Ci^ 
alkylsulfonyl, Cg.,^ arylsulfonyl, Ci^ alkylsulfinyl and C^.^ 
arylsulBnyl, 

(17) acylamino selected from the group consisting of formylamino, 

C,^ alkyl-carboxamido, C6.14 aryl-carboxamido, C,^ 
alkoxy-carboxamido, Ci^ aUcylsulfonylamino and Cg.,* 
atylsulfonylamino, 

(18) acyloxy selected from the group consisting of Cj^ alkyl- 

carbonyloxy, C6.,4 aryl-carbonyloxy, C,^ alkoxy- 
carbonyloxy, mono-Ci^ alkyl-carbamoyloxy, di-Ci.^ alkyl- 
carbamoyloxy, Cg-i^ aryl-carbamoyloxy and nicotinoyloxy, 

(19) sulfo, 

(20) C«.j4 aryl and 

(21) C«.,4aiyloxy, 

(ii) an aliphatic hydrocaibon group selected form the group consisting of C,^ 
alkyl, Cj^j alkenyl, C„ alkynyl and Cj^ cycloalkyl, 
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which hydrocarbon group substituted by 1 to 3 C6.14 aryl or 5- to 14- 

membered aromatic heterocyclic group containing 1 to 4 hetero 
atoms selected from the group consisting of nitrogen, sulfur and 
oxygen atoms in addition to carbon atoms, 

each of which [may be] is optionallY substituted by 1 to 3 
substituents selected from the group consisting of 

(1) halogen atoms, 

(2) Ci,3 alkylenedioxy, 

(3) nitro, 

. (4) cyano, 

(5) [optifrn^lly] W^Z"^^^^"^ ^y- iinhfllf>genated C, . allcvl 

(6) [optionallyl halogenated or ni^tialogenated Q.^ 
alkenyl, 

(7) [optionaUyl halogenated nr unhalogenated C^^ 

alkynyl, 

(8) [optionallyl halogenated w iinhalngenated Cj g 

cycloalkyl, 

(9) [ftptinnfllly] ii«ir^g^ria^pH nr ^inhalnfrenated C. 
alkoxy, 

(10) [i>pH»iifll1y] halogenated or unhaloyenated 

alkylthio, 

(11) hydroxy, 

(12) amino, 

(13) mono-Ci^ alkylatnino, 

(14) di-Ci^ alkylamino, 

38 

04/03/02 WED 12:59 [TX/RX NO 7230] IgOO? 



04/03/2002 11:58 TRKEDPl PHARM RMERICP LEGfiL ^ 917033087922 NO. 694 DE 

(15) 5- to 7-membered saturated substituted or 

substituted cyclic nminn- said suh^tuted cyclic 
flmino [which may be] substituted by 1 to 3 
substituents selected from.the group consisting of 

alkyl, C^i4 aryl and 5- to 10-membered 
aromatic heterocyclic group, 

(16) acyl selected from the group consisting of formyl, 

carboxy, carbamoyl, C,^ alkyl-carbonyl, 
cycloalkyl-carbonyl, C,^ alkoxy-carbonyl, C^.^ 
aiyl-carbonyl, C^.i^ aralkyl-carbonyl, C^xa aryloxy- 
carbonyl, C7.16 aralkyloxy-carbonyl, 5- or 6- 
raemberedheterocycle carbonyl, inono-C,^ alkyl- 
carbamoyl, di-C,^ alkyl-carbamoyU C^h aryl- 
carbamoyl, 5- or 6-membered heterocycle 
carbamoyl, Cj^ alkylsulfonyl, C^-u arylsulfonyl, Cj. 
6 alkylsulfinyl and C^i4 arylsulfinyl, 

(17) acylamino selected from the group consisting of 

formylamirio, alkyl-carboxamido, C^^ aryl- 
" caiboxamido, C,^ alkoxy-carboxamido, Cj^ 
alkylsulfonylamino and C^^^ arylsulfonylamino, 

(18) acyloxy selected fix)m the group consisting of Ci^ 

alkyl-carbonyloxy, C^y^ aryl-carbonyloxy, Cj^g 
alkoxy-carbonyloxy, mono-Cj^ alkyl- 
carbamoyloxy, di-Ci^ alkyl-carbamoyloxy, Cg.,^ 

aryl-carbamoyloxy and nicotinoyloxy, 
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(19) sulfo, 

(20) C6.14 acyl and 

(21) C<i.,4 aryloxy, 

which hydrocarbon group [may be] ara nptionallv jEuither substituted by 
1 to 5 substituents selected ftom the group consisting of 

(1) halogen atoms, 

(2) C,.j alkylenedioxy, 

(3) nitro, 

(4) cyano, 

(5) [optifftinlly] v>^iAgpmgtftfl nr nnhalftgenated C.^ alkvl, 

(6) [optiiTiTflllyl i^''i"g^''^'^H unhalftgenated C,^ alkenyl. 

(7) [optionaUy] halogenated nr imhalnf enated C^^ aUcynyl, 

(8) [optionallyl halogenated nr unhalogenated Cj^ cycloalkyl, 

(9) C6.uaryl, 

(1 0) (optionally] halogenated i>r iinhalnffenated C,^ alkoxy, 

(1 1 ) (optionallyl halogenated nr unhalogenated C,^ alkylthio, 

(12) hydroxy, 

(13) amino, 

(14) mono-C,^ alkylamino, 

(15) niono-C6.i4 aiylamino, 

(16) di-C,^ alkylamino, 

(17) di-C«.,4arylamino, 

(18) acyl selected from the group consisting of formyl,carboxy, 
carbamoyl, Ci.^ alkyl-carbonyl, Cu cycloaUcyl-carbonyl, 

alkoxy-carbonyl, C^u aryl-carbonyl, C,.i6 aralkyl- 
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carbonyl, C^.^ aryloxy-carbonyl, C7.K5 aralkyloxy-carbonyl, 
5- or 6-inembered heterocycle carbonylj mono-C,^ alkyl- 
carbamoyl, di-C,^ alkyl-carbamoyl, aryl-carbamoyl, 
5- or 6-membered heterocycle carbamoyl, C,^ 
alkylsulfonyl, C^^x^ arylsulfonyl, C,^ alkylsulfinyl and C^^ 
. arylsulfinyl, 

(19) acylamino selected from the group consisting of 
formylamino, Cj^ alkyl-carboxamido, C^i4 aryl- 
caiboxamido, Cj^ alkoxy-carboxamido, 
alkylsulfonylamino and Cft.^ arylsulfonylamino, 

(20) acyloxy selected from the group consisting of Cj^ alkyl- 
carbonyloxy, C^i4 aryl-carbonyloxy, Ci.^ alkoxy- 
carbonyloxy, mono-Cj^ alkyl-carbamoyloxy, di-C,^ aUQ^l- 
carbaraoyloxy, C^x^ aryl-carbamoyloxy and oicotinoyloxy, 

(21) 5- to 7-merabered saturated unsubstitut ed nr substituted 

cyclic amino s said jiubstitutcd cyclic amino fwhich may 
be] substituted by 1 to 3 substituents selected from the 
group consisting of C,^ alkyl, C^^^ aryl and 5- to 10- 
membered aromatic heterocyclic group, 

(22) 5- to 10-membered aromatic heterocyclic group and 

(23) sulfo,or 

(iii) an acyl of the formula: -(C-0)-R^ -(C=0)-OR^ -(C=0)-NR^R', -(C-S)- 

^1HR^ -SOrR^° or -SO-R^ 

wherein R^ is 

(a) a hydrogen atom, 
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(b) a C^i4 aryl or a 5- to I4'inembered aromatic 

heterocyclic groiip containing 1 to 4 hetero atoms 
selected from the group consisting of nitrogen, 
sulfur and oxygen atoms in addition to carbon 
atoms, each of which [may be] jjs qptiQnalbi 
substituted by 1 to 3 substituents selected from the 
group consisting of 

(1) halogen atoms, 

(2) Ci.3 alkylenedioxy, 

(3) nitro, 

(4) cyano, 

(5) [optionally] halogenated pr ninhalog^nat^^ C,^ 
alkyl, 

(6) [optionaUy] halogenated pr nmhalog^nat^tf Cj^ 
alkenyl, 

(7) [optionally] halogenated nn^alogenated Cj^ 
alkyriyl, 

(8) [optionally] halogenated or nyihalpfiengted Q^s 
cycloalkyl, 

(9) [optionaUy] halogenated nr ^^nhaln^enated 0^.6 
alkoxy, 

(10) [optionally] halogenated pr ^iphalftgeq^ted 
Ci^ alkylthio, 

(11) hydroxy, 

(12) amino, 
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(13) mono-C,^ alkylamino, 

(14) di-Ci^ alkylamino, 

(15) 5- to 7-membered saturated ^ir^sybstituted or 

substituted cyclic aminn; <iaid substituted 
cyclic amino [which may be] substituted by 
1 to 3 substituents selected from the group 
consisting of Ci^ alkyl, C6.14 aiyl and 5- to 
10-membered aromatic heterocyclic group, 

(16) acyl selected from the group consisting of 

formyl, caiboxy, carbamoyl, Ci.^ alkyl- 
carbonyl, C^^ cycloalkyl-carbonyl, C,^ 
alkoxy-carbonyl, Cg,i4 aryl-carbonyl, C7.16 
ataUcyl-carbonyl, C^i4 aryloxy-carbonyl, Cy. 
16 aralkyloxy-carbonyl, 5- or 6-roembered 
heterocycle carbonyl, mono-C|^ alkyl- 
carbamoyl, di-Ci^ alkyl-carbamoyl, C^^ 
aryl-carbamoyl, 5' or 6-inembered 
heterocycle carbamoyl, C,^s alkylsulfonyl, 
C6.,4 arylsulfonyl, Ci.^ alkylsulfmyl and C^^^ 
arylsulfinyl, 

(17) acylammo selected from the groi^ consisting 

of fonnylamino, Cj^ alkyl-carboxamido, Q. 
14 aryl-carboxamido, C^.^ alkoxy- 
carboxamido, C,^ alkylsulfonylamino and 
Cfi^H arylsulfonylamino, 
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(18) acyloxy selected from the group consisting of 

Ci^ alkyl-carbonyloxy, C^^t aiyl- 
carbonyloxy, C,^ alkoxy-carbonyloxy, 
mono-Ci^ alkyl-carbamoyloxy, di-C,.6 
alkyl-carbamoyloxy, aryl- 
carbamoyloxy and tdcotinoyloxy, 

(19) sulfo, 

(20) C6.,4aryland 

(21) Cj.i4aryloxy,or 

(c) a C,^ alkyl, Cj^ alkenyl. Cj^ alkynyl or cycloalkyl 
ynsuhstitutftH or substituted grOUpLSgid 
<fii1^S*^tiiied s»^qp {which may be] substituted by 1 
to 5 substituents selected from the group consisting 

of 

(1) C|5.,4 aryl or 5- to 14-membered aromatic 

heterocyclic group containing 1 to 4 hetero 

atoms selected from the group consisting of 

nitrogen, sulfur and oxygen atoms in 

addition to carbon atoms, 

each of which [may be] t!LPPtlO»allb: 

substituted by 1 to 3 substituents selected 

from the group consisting of 

(1') halogen atoms, 

(20 C1.3 alkylenedioxy, 

(3')nitro, 
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(4') cyano, 

(5*) [optionallyl halogenated nr 

iinhalogenated C,^ alkyl, 
(6') [optionally] halogenated fir 

ynhaloyenated alkenyl, 
(7*) [optionally] halogenated flE 

iinhalogenated C. . alkvnvl. 
(8") loptionally] halogenated Qt 

^nhalogenated C3.6 cycloalkyl, 
(9') [optionally] halogenated or 

iinhalQgenated C,^ alkoxy, 
(10') [optionally] halogenated fir 

ynhalo ffenated C,^ alkylthio, 
(11') hydroxy, 
(12') amino, 

(130 mono-C,^ alkylamino, 

(14") di-C,^ alkylamino, 

(15') 5- to 7-nianbered saturated 

snhstituted nr ynsiihstltuted cyclic 
amino: said substit uted cyclic 
amino [which may be] substituted 
by 1 to 3 substituents selected from 
the group consisting of C^,s alkyl^ 
14 aryl and 5- to 10-membered 
aromatic heterocyclic group, 
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(16*) acyl selected from the group consisting 
of fonnyl, carboxy, caibamoyl, C,^ 
alkyl-carbonyl, cycloalkyl- 
carbonyl, Ci^ alkoxy-carbonyl, C6.,4 
aiyl-carbonyl, C7.16 aralkyl-carbonyl, 

• • C6.i4aryloxy-carbonyl,C7.i6 

aralkyloxy-carbonyl, 5- or 6- 
membered heterocycle carbonyl, 
mono-Cj^ alkyUarbamoyl, di-C,^ 
alkyl-carbamoyl, C6.,4 aryl- 
carbamoyl, 5- or 6-niembered 
heterocycle carbamoyl, Ct^ 
alkylsulfonyl, C6.14 arylsulfonyl, C,^ 
aUcylsulfinyl and C^M ajylsulfinyl, 
(17') acylammo selected from the group 
consistiag of formylamino, Cj^ 
alkyl-carboxamido, C(^n aiyl- 
caiboxainido, C^.^ alkoxy- 
carboxamido, Cj^ 
alkylsulfonylamino and C6.,4 

arylsulfonylamino, 

(18') acyloxy selected from the group 

consisting of C,^ alkyl-carbonyloxy, 

C^^, aiyl-cafbonyloxy, C,^ alkoxy- 

carbonyloxy, mono-C,^ alkyl- 
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carbamoyloxy , di-C alky 1- 
carbamoyloxy, aryl- 
carbamoyloxy and nicotinoyloxy, 

(190 sulfo, 

(200 Cfi^u aiyl and 

(2r)C^^i4aryloxy, 

(2) halogen atoms, 

(3) C,_3 alkylenedioxy, 

(4) nitro, 

(5) cyano, 

(6) [optionallyl halogenated nr unhalogenated Ci.^ 

alkyl, 

(7) toptionaliyl halogenated or unhalogenated Q^.^ 

alkenyl, 

(8) [optionallyl halogenated pr unhalogenated C^.^ 

alkynyl, 

(9) [optioually] halogenated ar ynha!np;enated C^^ 

cycloalkyl, 

(10) [optionaUy] halogenated linhalogenated 

Cj^alkoxy, 

(1 1) [optionaUyl halogenated f^r ninhalQg$nat^4 

Ci^ alkylthio, 

(12) hydroxy, 

(13) amino, 

(14) mono-Ci^ aBcylamino, 
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(15) di-C,^alkylainino, 

(16) 5- to 7-meinbered saturated iin<>yh?jtitttt^^ pi: 

yihstitutfed cyclic amino; sfli<^ yfiihstitqted 
p yclie amino [which may be] substituted by 
1 to 3 substituents selected from the group 
■ • consisting ofC,^alkyl,C6.,4aiyl and 5- to 

lO-membered aromatic heterocyclic group, 
(17) acyl selected from the group consisting of 
formyl, carboxy, carbamoyl, Ci^ alkyl- 
carbonyl, cycloaUsyl-carbonyl, C,^ 
alkoxy-carbonyl, C6.,4 aryl-carbonyl, C,,i6 

aralkyl-carbonyl, C6.,4 aiyloxy-carbonyl, C7. 
ij aialkyloxy-caibonyl, 5- or 6-menibered 
heterocycle carbonyl, mono-Ci^ alkyl- 
carbamoyl, di-C,^s alkyl-carbamoyl, C<s.,4 
aryl-carbamoyl, 5- or 6-membered 
heterocycle carbamoyl, C,^ alkylsulfonyl, 
C6.,4 arylsulfonyl, C,^ alkylsulfmyl and 
aiylsulfinyl, 

(18) acylamino selected from the group consisting 
of formylamino, Ci^ alkyl-carboxamido, Cg. 
,4 aryl'carboxamido. C,^ alkoxy- 
carboxamido, C,.^ alkylsulfonylamino and 
Ce-M arylsulfonylamino, 
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(19) acyloxy selected firom the group consisting of 
Ci^ alkyl-carbonyloxy, C^,* aiyl- 
carbonyloxy, C,^ aJkoxy-carbonyloxy, 
mono-C,^ alkyl-caibamoyloxy, di-Ci^ 
alkyl-carbamoyloxy, C6.,4 aryl- 
carbamoyloxy and nicotinoyloxy and 

(20) sulfo; 

(a) a aiyl or a 5- to 14-membered aromatic 
heterocyclic group containing 1 to 4 hetero atoms 

selected from the group consisting of nitrogen, sulfur 
and oxygen atoms in addition to carbon atoms, 
each of which [may be] ^JiptifflimUj substituted by 1 
to 3 substituents selected from the group consisting of 

(1) halogen atoms, 
• (2) C,.3 alkylenedioxy, 

(3) nitro, 

(4) cyano, 

(5) loptionaUyl halogenated jjrjinSialagenatEd C,. 
aJkyl, 

(6) [optionaUyl halogenated larufflhatenaMC 
alkenyl, 

(7) loptionallyl halogenated gr ynlialffg^nateit C 

alkynyl. 



■2-6 



2-6 
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(8) [optionallyl halogenated pr i^phalngen^tecj C3.6 
cycloalkyl, 

(9) loptionallyl halogenated nuiiTihalpgepatfid Cu 

alkoxy, 

(10) [optionaUyl halogenated oniiTihalogenatid 
Cualkylthio, 

(11) , hydroxy, 

(12) amino, 

(13) mono-Cj^ alkylamino, 

(14) di-C,^ alkylamino, 

(15) 5- to 7-membered saturated iicsnfrstitutgd oi 

si yhstituted cyclic amino: 'iM ^nhytiftitfijj 
ny/»iiy ar^inn f[roup [whJch may be] 
substituted by 1 to 3 substituents selected 
from the group consisting of Cj^ alkyl, Cg^n 
aryl and 5- to lO-membered aromatic 
heterocyclic group, 
(16) acyl selected from the group consisting of 
formyl, carboxy, carbamoyl, C,^ alkyl- 
carbonyl, cycloalkyl-caibonyl, C,^ 
alkoxy-carbonyl, 0^.1^ aryl-carbonyl, O,.,^ 
aialkyl-carbonyl, C5.U aiyloxy-carbonyl, C,. 
16 aralkyloxy-carbonyl, 5- or 6-membered 
heterocycle carbonyl, mono-C,^ alkyl- 
caibamoyl, di-Ci^ alkyl-carbamoyl, C^,4 
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aryl-carbamoylj 5- or 6-merabered 
heterocycle carbamoyl, Ci_q alkylsulfonyl, 
C6.I4 arylsulfonyl, C^.^ alkylsulfmyl and C^^ 
arylsulfinyl, 

(17) acylamino selected from the group consisting 

of fonnylamino, C,^ alkyl-carboxaraido, C^. 
,4 aryl-carboxamido, C^.^ alkoxy- 
carboxamido, Ci^ alkylsxilfonylamino and 
Cg.14 axylsulfonylamino, 

(18) acyloxy selected from the group consisting of 

Cj^ aUcyl-carbonyloxy, C^.^^ aryl- 
carbonyloxy, Cj^ aUcoxy-carbonyloxy, 
mono-Ci^ alkyl-carbamoyloxy, di-Ci^ 
alkyl-carbamoyloxy, Cs.14 aryl- 
carbamoyloxy andnicotinoyloxyj 

(19) sulfo, 

(20) Cfi.,* aryl and 

(21) C6.uaiyloxy,or 

(b) a C,^ alkyl, alkenyU C^^ alkynyl or C^.s cycloalkyl 
group [which may be] aptionallv substituted by 1 
to 5 substituents selected from the group consisting 
of 

(1) a aryl or 5- to M-membered aromatic 



atoms selected from the group consisting of 
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nitrogen, sulfur and oxygen atoms in addition to 
cari)on atoms, each of which [may be] is 
optiftnallv substituted by 1 to 3 snbstituents 
selected from the group consisting of 

(V) halogen atonis, 

(2*) Ci.3 alkylenedioxy, 

(S^nitro, 

(4')cyano, 

(5*) [optionally] halogenated si 

\inhalogenated C^^ alkyl, 
{&) [optionallyl halogenated fir 

iinhalogenated €2;^ alkenyl, 
(7*) [optionally] halogenated ql 

tmhalngenated Cj^ alkynyl, 
(8') [optionally] halogenated sir 

ynhalo genated cycloalkyl, 
(9') [optionally] halogenated SL 

nff Ufllogenated C,^ alkoxy, 
(lOO [optionally] halogenated ae 

jinhalo genated C. .. alkvlthio. 
(ir) hydroxy, 
(120 amino, 

(13') mono-C,_5 alkylamino, 
(14') di-C,^ alkylamino. 
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(1 5') 5- to 7-membered saturated 

iiT^ fsubstitute^ or substituted cyclic 
amino : said si^ ^stituted cyclic 
aTYiino [which may be) substituted 
by 1 to 3 substituents selected from 
the group consisting of C^^ alkyl, C^^ 
14 aryl and 5- to lO-membered 
aromatic heterocyclic group, 
(16') acyl selected from the group consisting 

of formyli carboxy, carbamoyl, Cj^ 
* alkyl-carbonyl, C^^ cycloalkyl- 
carbonyl, Ci^ alkoxy-carbonyl, 
aryl-carbonyl, C7.16 aralkyl-carbonyl, 
C^i4 aryloxy-carbonyl, C^^ig 
aralkyloxy-^carbonyl, 5- or 6- 
merabered heterocycle carbonyl, 
mono-Cs^ alkyl-carbamoyl, di-Cj^ 
alkyl-carbamoyl, C^.^ aryl- 
carbamoyl, 5- or 6-membered 
heterocycle carbamoyl, Ci^ 
alkylsulfonyl, C^.^ arylsulfonyl, Cj^ 
alkylsulfinyl and Cg.,^ arylsulfinyl, 
(17') acylamino selected from the group 
consisting of formylamino, Cx^e 
alkyl-carboxamido, C^u aryl- 
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carboxaraido, C^^ alkoxy- 
carboxamido, Ci^ 
alkylsulfonylamino and C^xa 
arylsulfonylamino, 

(1 S') acyloxy selected froin the group 
• ' consisting of Cj^alkyl-carbonyloxy, 

aryl-carbonyloxy, Ci^ alkoxy- 
carbonyloxy, mono-C,^ aUcyl- 
carbamoyloxy, di-C,^ alkyl- 
carbamoyloxy, aryl- 
cafbamoyloxy and nicotinoyloxy, 

(190sulfo, 

(20*) aryland 

(2r)Ce^i4aryloxy, 

(2) halogen atoms, 

(3) C1.3 alkylenedioxy, 

(4) nitro, 

(5) cyano, 

(6) loptionally] halogenated nr ynhalnfrenated g 
alkyl, 

(7) [optionallyl halogenated nr ynhaln^enated Cj^ 

alkenyl, 

(8) [ ptionally] Hs^lrigftnatftfl €iy ^mhaloyenated C... 
alkynyl, 
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(9) [optionally! lialogenated j^rnTihal yenated C^_^ 
cycloalkyl, 

(10) [optionally] halogenated or qphalpggnated 
Ci^ alkoxy, 

(1 1) [optionally] halogenated n^halogenated 
alkylthio, 

(12) hydroxy, 

(13) amino, 

(14) mono-C,^ alkylamino, 

(15) di-C,^ alkylamino, 

(16) 5- to 7-meinbered saturated imsuMitntedJir 

snhstituted cyclic ^Tninny^aid i^ubstitiited 
cyclic amino [which may be] substituted by 
1 to 3 substituents selected from the group 
consisting of alkyl, aryl and 5- to 
lO-membered aromatic heterocyclic group, 

(17) acyl selected from the group consisting of 

formyl, carboxy, carbamoyl, alkyl- 
carbonyl, C^^e cycloalkyl-carbonyl, C^^ 
alkoxy-carbonyl, C^i4 aryl-carbonyl, Cy.i^ 
aralkyl-carbonyl, C^^ aiyloxy-carbonyl, C7. 
,6 aralkyloxy-carbonyl 5- or 6-membered 
heterocycle carbonyl, mono-Cj^e alkyl- 
carbamoyl, di-Ci,6 alkyl-carbamoyl, C^ia 
aryl-carbamoyl, 5- or 6-membered 
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heterocycle carbamoyU C alkylsulfonyl, 
C^,4 arylsulfonyl, Cj^ alkylsulfmyl and C^^^ 
aiylsulfinyl, 

(18) acylamino selected from the group consisting 
of formylaniino, C^.^ alkyl-carboxamido, C^. 
,4 aryl-carboxamido, Cj^ alkoxy- 
carboxamidOj Ci^ alkylsulfonylaraino and 
Cfi^H arylsulfonylainino, 

(19) acyloxy selected from the group consisting of 

C,^ alkyl-carbonyloxy, C^.^ aryl- 
caibonyloxy, Cj^ alkoxy-carbonyloxy, 
mono-Cv^ alkyl-carbamoyloxy, di-Ci^ 
alkyl-carbamoyloxy, C^i4 aryl- 
carbamoyloxy and nicotinoyloxy and 

(20) sulfo; and 
is a hydrogen atom or a Cj^ aikyl; and 

ring A is a benzene ring {which may bel optionallv fiirther substituted by 1 to 3 
substituents selected from the group consisting of 

(1) halogen atoms, 

(2) Ci.3 alkylenedioxy, 
C3) nitro, 

(4) cyano, 

(5) [optionally] ^^^^r^^m1it^A pr nnhfllopenated C,^ alkyl, 

(6) [optionallyl halogenated nr ^tnhalngenated Cj^j alkenyl, 

(7) [optionaUy] ^^i^gpnated ^^r imhalo^enated Cn^ alkynyl, 
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(8) (opti ni\\ly\ ^^i^gf-Tiat^H iinhftlogenated C. . cvcloalkvU 

(9) [optionally] halogenated nnhalogenated C^^ alkoxy. 

(10) [optionaUy] halogenated nn^^aloge^ateq Cj.6 alkylthio, 

(11) hydroxy, 

(12) amino, 

(13) mono-C,^ alkylamino, 

(14) di-Cj^ alkylamino, 

(15) 5 to 7 mrmbf rH -intiTrnt^^ nn^yhgtif^iti^d nr substituted cyclic 

aminoi 

Kftta cvelie amino (which may be] substituted by 1 to 3 
substituents selected from tiie group consisting of C,^ alkyl, Cg.,4 
aryl and 5- to lO-inembered aromatic heterocyclic group, 

(16) acyl selected from the group consisting of fonnyl, carboxy, 

carbamoyl, C,^ alkyl-caibonyl, cycloalkyl-carbonyl, C,^ 
alkoxy-caibonyl C<^,4 aryl-carbonyl, €7.16 aralkyl-carbonyl, Cg^u 
aiyloxy-carbonyl, Cv.jg aralkyloxy-carbonyl, 5- or 6-membered 
heterocycle carbonyl, mono-C,^ alkyl-carbamoyl, di-C,^ alkyl- 
• carbamoyl, C6.,4 aryl-carbamoyl, 5- or 6-membered heterocycle 
carbamoyl, C,^ alkylsulfonyl, C^.^ arylsulfonyl, C,^ alkylsulfinyl 
andC6.,4arylsulfinyl, 

(17) acylamino selected ftom the group consisting of formylamino, Cj^ 

alkyl-carboxamido, C^.^ aryl-carboxamido, Ci^ alkoxy- 
carboxamido, C,^ alkylsulfonylamino and arylsulfoixylamino. 

(18) acyloxy selected from the group consisting of Ci^ alkyl- 

carbonyloxy, Cg.,* aiyl-caibonyloxy, C,^ alkoxy-caibonyloxy, 
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mono-C,^ alkyl-carbamoyloxy, di-C,^ alkyl-carbamoyloxy, C^.u 
aiyl-carbamoyloxy and nicotinoyloxy, 

(19) sulfo, 

(20) Cs.,4 aryl and 

(21) C^,4 aryloxy. 

3. (TWICE AMENDED) A compound ofClaim 1, wherein R' and R' each is a Ci^ 
aUcyl or R' and R^ form, taken together with the adjacent carbon atom, a 3- to 8-membered 
caibo or heterocyclic gnsubstituted or substituted ring [which may be substituted]. 

5. (AMENDED) A compound of Claim 1 , wheiem R* is (i) an aliphatic hydrocarbon group 
substituted by an iinsubstituted nr substituted aromatic grouq? [which may be substituted], 
which hydrocarbon group may fitrther be substituted or (ii) an acyl. 

10. (TWICE AMENDED) A compound of Claim 1, 

wherein R' and R' each is a Ci^ alkyl or R' and R' form, taken together with the adjacent 
carbon atom, a 3- to 8-membered carbo or heterocyclic i i .nsubstitutg4 pr 
substituted r ing! said sub fiHtiited ring [whlch may be] substituted by 1 to 3 
substituents selected from the groiq) consisting of C,^ alkyl, C^.^ aiyl, C,.,^ 
aralkyl and 5- to 10-membered aromatic heterocyclic group; 
R^ is a phenyl, l-naphthyl. 2-naphthyl, 2-thienyl. 3-thienyl, 2-pyridyl, 3-pyridyl, 4- 
pyridyl, 2-qmnolyl, 3-quinolyl, 1-isoquinolyl, 1-indolyl, 2-indolyl or2- 
benzothiazolyl group, each of wMch (may be] iapptipnally substituted by 1 to 3 
substituents selected from the group consisting of 
(1) halogen atoms, 
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(2) C,^alkyl, 

(3) C,.6 alkoxy, 

(4) mono-C,^ alkylamino, 

(5) di-Ci^ alkylamino and 

(6) 5- to 7-niembered saturated imsiihstituted or substituted cyclic aminoLMd 

fi yhstituted cyelic amino [which may be] substituted by 1 to 3 
substituents selected from the group consisting of C,^ alkyl, C^u aiyl and 
5* to 10-membered aromatic group; 

(i) C,^ alkyl substituted by a phenyl, I-naphthyl, 2-naphthyl, 2-thienyl, 3-thienyl, 2- 
pyridyl, 3-pyridyl, 4-pyridyl, 2-quinolyl, 3-quinolyl, 1-isoquinolyl, 1-indolyl, 2- 
indolyl or 2-benzotiiiazolyl group, each of which [may be] is optiopallY 
substituted by 1 to 3 substituents selected from the group consisting of 

(1) halogen atoms, 

(2) Ci.<i alkyl, 

(3) C,^ alkoxy, 

(4) hydroxy, 

(5) amino, 

(6) mono-Ci^ alkylamino, 

(7) di-C,^ alkylamino, 

(8) carboxyand 

(9) 5- to 7-membered saturated ynMihsfitiited or substituted cyclic amino; 
said substitut if^i p ycKc amino [which may be] substituted by 1 to 3 
substituents selected from the group consisting of C,^ alkyl, C^.^ aryl and 
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5- to lO-membered aromatic group, which C,.6 alkyl may be further 
substituted by carboxy or C,^ alkoxy-carbonyl, or 
(ii) a C,^ alkyl-carbonyl, Cj^ cycloalkyl-carbonyl, C^.^ aryl-carbonyl or C^.^^ aralkyl- 
carbonyl group, each of which [may be] is optioTiallv substituted by 1 to 3 
substituents selected from the group consisting of halogen atoms, C,^ alkyl, C,^ 
alkoxy, hydroxy, atnino, mono-C,^ alkylamino, di-C,^s alkylamino and carboxy; 
X is an oxygen atom; 
Y is an oxygen atom; and 

ring A i'l a h^xir'^" ""g ^^^^^ ["^y optionally further substituted by 1 to 3 

substituents selected from the group consisting of halogen atoms, [optionally] 
halogenated or nnhaloyenated Ci^ alkyl, [optionaUyl halogenated or 
iinhalo genated alkoxy, amino, mono-Ci^ aUqrlamino and di-C,^ alkylamino. 

1 1 . (TWICE AMENDED) A compound of Claim 1 , 

wherein R' and each is a C,^ alkyl or R' and R' form, taken together with the adjacent 
carbon atom, a piperidine [which may bej optiQnail.y substituted by 1 to 3 
substituents selected from die group consisting of C,^ alkyl, C5.,4 aryl and Cy.ifi 

aralkyl; 

R' is a phenyl (which may be] optionally substituted by 1 to 3 substituents selected from 
the group consisting of halogen atoms, C,^ alkyl, C,^i alkoxy, amino, mono-C,^ 
alkylamino and di-C,^ alkylamino; 

R^is 

(i) Ci^ alkyl substituted by a phenyl or pyridyl, each of which [may be] is 

nprionally substituted by 1 to 3 substituents selected from the group consisting of 
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halogen atoms, C^.^ alkyl, C,^ alkoxy, hydroxy, ammo, mono-Ci^ alkyiamino, di- 
C,^ alkyiamino and carboxy, or 

(ii) an acyl of the formula: -(C=0)-R^' wherein R*' is a phenyl or pheayl-Ci,^ alkyl, 
each of which [may be] is opttonallv substituted by 1 to 3 substituents 
selected from the group consisting of halogen atoms, Ci^ alkyl, C^^ alkoxy, 
hydroxy, amino; mono-C^^ alkyiamino, di-Ci^ alkyiamino and carboxy; 
X is an oxygen atom; 
Y is an oxygen atom; and 
■ ring A is a benzene ring which (may be] is optionally fiirther substituted by 1 to 3 

substituents selected from the group consisting of halogen atoms, [optionally) 
halogenated or unhalogenated C^^ alkyl, [optionally] halogenated 
unhalogenated C,^ alkoxy, amino, mono-C,^ alkyiamino and di-C^.g alkyiamino. 

12. (TWICE AMENDED) A compound of Claim 1 which is a compound of the formula: 




wherein R* and R^ each is Cj^ alkyl or R* and R^ form, taken together with the adjacent 
carbon atom, a piperidine substituted by a Ci^ alkyl or a C^.,^ aralkyl; 

R^ is a phenyl [which may be] optionally substituted by 1 to 3 substituents selected from 
the group consisting of (1) C^^ alkyl, (2) di-Ci:^ alkyiamino and (3) 6-membered 
saturated cyclic axnino [which may be] optionally substituted by a C^^ alkyl, 

RMs 

(i) a phenyl [which may be] optionally substituted by 1 to 3 substituents selected 
from the group consisting of nitro and Ci^ alkyl-carboxamido, 
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(ii) a alkyl or alkenyl group substituted by 1 to 3 of phenyl, quinolyl or 
pyridyl, each of which [may be] is optiofiaHy substituted by 1 to 3 substituents 
selected from the group consistiiig of Ci^ alkoxy, Cj^ alkylthio, Cu^ alkoxy- 
carbonyl, Cj^ alkylsulfonyl and Cj^ alkylsulfinyl, which Ci^ alJcyl or C2.6 alkenyl 
group [may be] is optiotiallv fiirdier substituted by a phenyl, carboxy or C^^ 
alkoxy-carbonyl, or* 

(iii) an acyl of the formula: -(C=0)-R^" 

wherein R^" is phenyl substituted by a C,^ alkoxy; and 
ring A' is a benzene ring which [may be] is optionaHy further substituted by 1 to 3 C^_^ 
alkyL 



13, (TWICE AMENDED) A compound of Claim 1 which is 3-(4-isopropylphenyl)-2,4,6,7- 
tetramethylben2:ofuran-5->^l 4-methoxybenzoate, 3-(4-isopropylphenyl)-5-(4- 
methoxybenzyloxy)-2,4,6,7- [tetarmethylbenzofuran,] tetramethvlbenzofuran. 3"(4- 
isopropylphenyl)-5"(4-methoxyben2yloxy)- 1 ',4,6,7-tetramethylspiro(benzofiiran-2(3H), 
4'-piperidine), or a salt thereof, 

22. (FOI^ TIMES AMENDED) A method for suppressing p-amyloid toxicity in a 
mammal, which $)£^|nprises administering to said mammal an effective amount of a compound of 
the formula: 
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wii^ein R'* and each represents a hydrogen atom or a hydrocarbon group which 
Jmay be} is optionally substituted, or R^^and R^ form, taken together with the 
^ 2^ a^acent carbon atom, a 3- to S-meuibered carbo or heterocycUc unsubstituted or 

<Z snbVrituted ring [which may be substituted] ; 

R^* represents^a hydrogen atom[, a lower alkyi which may be substituted] or an 

unsubstthited or substituted aromatic group [which may be substituted]; 
R^ represents an linsuhstituted or substituted aromatic group (which may be 

substituted])^ unsubstitute d or substituted aliphatic hydrocarbon group 
[which may beN^ubstituted] or an acyl; 
Xa represents an oxygen i^tom [or a sulfur atom which may be oxidized]; 
Ya represents an oxygen at^[5 a sulfur atom which may be oxidized or an imino 

which may be substituted]; 
— - represents a single bond or a double bond; 

ring Aa represents a benzene ringVhich [may be] is optionally further substituted apart 
fiom (i) the group of die formula: -Xa-R^' wherein each symbol is as defined 
above, and (ii) an unsubstitut6d or substituted amino [which may be 
substituted], 

provided that when pCa and Ya are oxyg^ atoms and] zzzz is a single bond, R"*^ is not 
an acyl, 

or a pharmaceutically acceptable salt thereof 

with a pharmaceutically acceptable excipient, carri^ or diluent. 
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25. (TWICE AMENDED) A method for suppressing p-amyloid toxicity in a mammal, 
which comprises administering to said mammal an effective amount of a compound of the 
formula: 




wherein R* and each represent an acyclic hydrocarbon group> a cycloalkyl group, or 

R* and R^ form, taken together with the adjacent carbon atom, a 3- to 8-membered 
carbo or heterocyclic unsubstituted or substituted ring [which may be 
substituted]; 

R^ represents an unsubstituted or substituted aromatic group [which may be 
substituted); 

R"^ represents (1) an unsubstituted or substituted aromatic group [which may be 

substituted] » (2) an aliphatic hydrocarbon group substituted by an unsubstituted 
or substituted aromatic group [which may be substituted], which hydrocarbon 
group [may be] Is optionally further substituted or (3) an acyl; 
X and Y each [represents] represent an oxygen atom (or a sulfur atom which may be 
oxidized]; 

represents a single bond or a double bond; 

and Ring A represents a benzene which [may be] ia optiQij^^Hy further substituted apart 
from the group of the formula: -X-R^ wherein each symbol is as defined above. 
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provided that when [X and Y are oxygen at ms and] is a single bond, R"^ is not an 

acyl, 
or a salt thereof 

with a pharmaceutically acceptable excipient, carrier or diluent, 

26. (TWICE AMENDED) A method of claim 25, which is a method for treating Alzheimer's 
disease[y Parkinson's disease, amyotrophic lateral sclerosis, Huntington's chorea or 
diabetic neuropathy]. 

28. (TWICE AMEMDED) A method of claim 22, which is a method for treating Alzheimer's 
disease[, Parkinson's disease, amyotrophic lateral sclerosis, Huntington's chorea or 
diabetic neuropathy]. 
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REMARKS 

L Amendments 

Applicants acknowledge the withdrawal of the previous final rejection (paper no. 13). 

Applicants also note that claim 24 was indicated to be allowable in paper nos. 8, 10 and 
15, although indication of allowability for claim 24 was not provided on the summary page for 
paper no. 14. 

Claims 1-3, 5, 10-13, 22, 25, 26 and 28 have been amended and claims 6, 7 and 23 have 
been cancelled 

Attached hereto is a marked-up version of the changes made to the claims by the current 
amendment The attached pages are captioned '"Version with Markings to Show Changes 
Made", 

No amendment of inventorship is necessitated by these amendments. 

n. Discussion of Previously Submitted Information Disclosure Statement 

Applicants filed an Information Disclosure Statement of December 2, 1 999. In paper no. 
8, the 1449 was attached, but several of the references were lined through. The Examiner 
indicated that not all references were initialed because not all references had not been received 
On February 2, 2001, AppUcants submitted copies of these references to this Examiner, 
However, these references were not acknowledged by the Examiner in a subsequent Office 
Action summary. Applicants request that the Examiner inform them if the copies of the 
references mailed February 2, 200 1 were not received. If they were received. Applicants 
respectfully request that the Examiner provide them with an initialed form 1449. 

in. Discussion of the Rejection of Claims 1-3, 5-lS and 22 under 35 U.S.C* Sec. 
112, First Paragraph 

Claims 1-3, 5-15 and 22 have been rejected under 35 U.S.C. Sec. 1 12, first paragraph. 
The Examiner stated that the specification does not reasonably provide enablement for Y being 
other than O, R'* bemg other than moieties indicated on pages 103-105 and being other than 
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phenyl substituted with a dimethyl group. Although claim 25 is not presently rejected under this 
rejection, Applicants have addressed it also, as it is an independent claim. 

By this amendment. Applicants have amended claims 1, 22, and 25 to limit X and Y to 
oxygen. Moreover, claims 6 and 7 have been cancelled in connection with this limitation. In 
conjunction with the limitations of X and Y, Applicants have amended the title of their 
invention, commensurate with the scope of the claims. Applicants submit that these 
amendments render the claims enabled as to X and Y, 

As to R^, Applicants have synthesized compounds representing a broader range of 
substitutents than than just the "phenyl substituted with a dimethyl group" which the Examiner 
has indicated is enabled On pages 103-105, substituent c represents of the claims 1 and 25 
and R^' of claim 22, In Examples 3 and 3 1 , c = H; in Example 28 ^ c is unsubstituted phenyl and 
in Examples 2 and 6-8, substituents of phenyl other than a dimethyl group are exemplified. 
Therefore, Applicants submit that in claims 1 and 25, R' as an unsubstituted or substituted 
aromatic group is enabled. In claim 22, R^' has been limited to hydrogen or an unsubstituted or 
substituted aromatic group by this amendment Applicants therefore submit that claims 1 , 22 
and 25 are enabled as to R^ or R^^ 

As to R"^ and R% the Examiner has indicated that only moieties disclosed on pages 103- 
105 are enabled On pages 103-105, R* and R'** are represented by substituents d, e, f and g in 
the generic structure. In the claims as amended, X represents oxygen. So in Examples 20 and 
21, substituent e, examples of R^ as an aromatic group aret provided; in Examples 15, 23 and 24, 
substituent e, examples of R"* as an aliphatic hydrocarbon group substituted by an \msubstituted 
or substituted aromatic group are provided; and in Examples 26 and 28, substituent e, examples 
of R"^ as acyl are provided Applicants apologize for any confusion which the labeling of 
substituents as R'* or R"** as d, e, for g in the structures on pages 103-105 has caused the 
Examiner, but do assert that the claimed R"* or R^ substituents are in fact fully enabled as 
explained above* 

As claims 2, 3 and 5-15 are dependent upon claim 1 » Applicants submit that the more 
specific dependent clarnis are also adequately enabled. As each of the rejected claims are indeed 
enabled by the specification, Applicants respectfully request withdrawal of the Sec, 1 12, first 
paragraph rejection. 
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IV. Discussion of the Rejection of Claims 23 and 26-28 under 35 U.S.C. 112, First 
Paragraph 

Claims 23 and 26-28 have been rejected under 35 US,C. Sec. 1 12, first paragraph. The 
The Examiner stated that the specification does not reasonably provide enablement for Y bemg 
other than O, R'* being other than moieties indicated on pages 103-105 and being other than 
phenyl substituted with a dimethyl group. 

As explained in Section Hi above. Applicants believe that the definitions for Y, R^' and 
R"^ are enabled in the claims as amended Applicants hereby incorporate their previous 
argmnents. Applicants note that claim 27 was cancelled in a previous amendment, and further 
note that claim 26 depends upon claim 25^ which does not contain R^"* or R*^. 

By this amendment, Applicants have cancelled claim 23, a use claim. Also by this 
amendment. Applicants have limited claims 26 and 28 to Alzheimer's disease. In the 
experimental section of their specification, Applicants proved that exemplary compounds 
suppressed beta-amyloid toxicity. It is well-recognized in the art that compounds which exhibit 
beta-amyloid toxicity suppressing effects are effective for the treatment of Alzheimer's disease. 
One illustrative teaching is provided as Appendix A ("Beta- Amyloid as a Target for Alzheimer's 
Disease Therapy" in Annual Renorts in Medicinal CheTnistrv-^4. pages 21-30), for the 
Examiner's reference. Additionally, the specification (at page 2, line 3 through page 4, line 6) 
emphasizes the connection of beta-amyloid to treatment of Alzheimer's disease. Therefore, 
Applicants submit that the compounds claimed are fiiUy enabled, and morwver that the use of 
the compounds against Alzheimer's disease as claimed in claims 26 and 28 is also fixlly enabled 

Therefore, Applicants respectfully request withdrawal of the Sec. 1 12, first paragraph 
rejection. 

V. Discussion of RejecUon of Claims 1-3, 5-lS, 22-26 and 28 under 35 U.S,C- 
Sec. 112, Second Paragraph 

Claims 1-3, 5-15, 22-26 and 28 have been rejected under 35 U.S.C. Sec. 1 12, second 
paragraph as allegedly indefinite for failing to particularly point out and distinctly claim the 
subject matter which Applicants regard as the invention. Specifically, the Office Action stated 
that the phrase "may be" was indefinite. 
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By this amendment, the claims have been amended to remove *'may be". Therefore 
Applicants respectfiilly request withdrawal of the 35 U.S.C. Sec. 1 12, second paragraph 
rejection. 

VI* Conclusion 

Reconsideration of the claims as amended and allowance is requested. 
Should the Examiner believe that a conference with Applicants' attorney would advance 
prosecution of this application, she is respectfully requested to call Applicants' attorney at (847) 



383-3391. 



Respectfully submitted, 



Dated: February 7 .2002 




(847)383-3391 
(847) 383-3372 



Elaine M. Ramesh, Ph.D., Reg. No, 43,032 
Mark Chao, Ph.D.,, Reg. No, 37^93 



Attorney for Applicants 
Customer No. 23115 



Takeda PhannaccuticaU North America, Inc, 
Intellectual Property Depaitment 
Suite 500. 475 Half Day Road 
Lincolnshire, IL 60069 USA 
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